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ABSTRACT : " * 

A polymorphic form of 5- [4- [2- (N-methyl-N- (2 -pyridyl) amino) ethoxy] benzyl ] thiazo 
lidine-2 , 4 -dione, maleic acid salt (the "Polymorph") characterized in 
that it provides: (i) an infra red spectrum contg. peaks at 1752, 1546, 1154, 
621, and 602 cm-1; and/or (ii) a Raman spectrum contg. peaks at 1751, 1243 and 
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ABSTRACT : 

A polymorphic form of 5- [4- [2- (N-methyl-N- (2-pyridyl) amino) ethoxy] benzyl] thiazo 
lidine-2 , 4 -dione, maleic acid salt (the "Polymorph") characterized in 
that it: (i) provides an IR spectrum contg. peaks at 1360, 1326, 1241, 714 and 
669 cm-1; and/or (ii) provides a Raman spectrum contg. peaks at 1581, 768, 670, 
271 and 226 cm-1; and/or (iii) provides a solid-state NMR spectrum contg. peaks 
at chem. shifts substantially; and/or (iv) provides an x-ray powder diffraction 
(XRPD) pattern contg. peaks; a process for prepg. such a compd. , a 
pharmaceutical compn. contg. such a compd. and the use of such a compd. in 
medicine . 
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COST IN U.S. DOLLARS SINCE FILE TOTAL 
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Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 1 Jul 2003 VOL 139 ISS 1 
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PRIORITY APPLN. INFO. : GB 2001-27934 

GB 2001-27935 
GB 2001-27936 A 
GB 2001-27937 A 

AB A 5- [4-{2- {N-methyl-N- (2-pyridyl) amino) ethoxy] benrylj 
dione benzenesulfonate (I) or a solvate, a process 
salt, and pharmaceutical compns. comprising the salt are disclosed, 
mixt. of THF and 5- (4- (2- (N-methyl-N- (2-pyridyl) amino) ethoxy) benzyl) thiazo 
li dine -2, 4-dione vas heated to 50. degree, and treated with benzenesulfonic 
acid vas added to the soln. to give I. I vas characterized by 
spectroscopic and i-ray methods. 

IT 122320-73-4 , 5- (4 - (2- (N-Methyl-N- (2-pyridyl) amino) ethoxy) benzyl) th 
i azolidine-2, 4-dione 

RL: RCT (Reactant)} RACT (Reactant or reagent) 

(prepn. of polymorphs of methyl (pyridyl) ami noethoxybenzylthia 
zolidinedione salt for pharmaceuticals) 
RN 122320-73-4 CAPLUS 

CN 2,4-Thiazolidinedione, 5-([4-(2-(methyl-2-pyridinylamino)ethoxy)phenyl]met 
hyll- (9CI) (CA INDEX NAME) 



L6 ANSWER 2 OF 6 CAPLUS COPYRIGHT 2003 ACS (Continued) 



6 



3i 2 
312 
»-Me 



6 



5 THERE ARE 5 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



Habte 



7/01/2003 



10/030,877 



Page 6 



L6 ANSWER 3 OF 6 CAPLUS COPYRIGHT 2003 ACS 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2002:501785 CAPLUS 
137:63621 

Preparation and use of 5-[4-[2-(N-methyl-N- (2- 
pyridyl) amino) ethoxy) benzyl) thiazolidine-2. 4-dione 
pethanejylfop ate 

Craig. Andrew~Simon; Ho, Tin Chien Ting; Millan, 

Michael; O'Keeffe, Deirdre 

Smithkline Beechaa P.L.C.. UK 

PCT Int. Appl.. 41 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



VO 20020S1839 Al 20020704 VO 2001-GBS751 20011221 

V: AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY, BZ, CA, CH, 

CO, CR, CU, C2, DE. OK, DM, DZ, EC, EE, ES, FI, GB, GD, GE, 

GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, 

LS, LT. LU, LV, MA. MD, MG, MK, MN, MW, MX, MZ, NO, NZ, OM, 

PL, PT. RO, RU, SD, SE, SG, SI. SK, SL, TJ, TM, TR, TT, TZ, 

UG, US. UZ, VN, YU, ZA, ZM, ZW, AM, AZ, BY, KG, KZ, MD, RU, 

RV: GB, GM, KE, LS, MV, HZ, SD, SL. SZ. TZ, UG, ZM, ZW, AT, BE, 

CY, DE. DK, ES, FI, FR. GB, GR, IE. IT, LU, MC, NL, PT, SE, 

BF. BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, MR, NE, SN, TD, 



PRIORITY APPLN. INFO.: 



GB 2000-31521 
GB 2000-31524 
GB 2000-31526 
GB 2000-31529 



20001222 
20001222 
20001222 
20001222 



XXf' 



JO 



A compd. 5- [4- [2- (N-nethyl-N- (2-pyridyl) amino) ethoxy] benzyl] thiazolidine- 

2,4-dione (I) nethanesulf onate salt (II) or solvate thereof; a process for 

prepg. I, a compn . comprising I and its therapeutic use is disclosed. 

Four polymorphic forms were prepd. and characterized. For 

instance, MsOH (0.54 mL) vas added to a mixt. of I (3.0 g) in EtOAc (60 

oL) and vas heated with agitation to reflux to give a suspension. The 

resulting mixt. vas cooled to 21. degree. C. the solid formed collected by 

filtration, washed with EtOAc and dried under vacuum for 16 h (3.73 g 

yield) . Polymorphic forms I-IV were characterized by at least 

one of the following means: aq. soly., m.p., 1H-NMR (soln.), 13C-NMR 

(solid state), IR/Raaan spectra, XRPD and DSC. II is a stable solid with 
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good water soly., desirable flow properties and is amenable to large scale 
processing (milling). II is useful for the prevention/treatment of 
diabetes mellitus. 

122320-73-4, 5- [4 -(2- (N-Methyl-N- (2-pyridyl) amino) ethoxy) benzyl) th 
iazolidine-2, 4-dione 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(reactant; prepn. and characterization of S- [4- [2- (N-He-N- (2- 
pyridyl) amino) ethoxy) benzyl] thiazolidine-2, 4-dione nethanesulf onate) 

122320-73-4 CAPLUS 

2,4-Thiazolidinedione, 5-( [4- (2- (methyl-2-pyridinylamino) ethoxy) phenyl) met 
hylj- (9CI) (CA INDEX NAME) 
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2002:256258 CAPLUS 
136:299686 

Novel polymorphic forms of 

5- (4- [ 2- [N-nethyl-N- (2-pyridyl) amino] ethoxy] benzyl] 
thiazolidine-2, 4-dione maleate and process for their 
preparation 

Chebiyyara, Prabhakar; Mamillapalli, Ramabhadra Sarma; 
. Krishnamurthi, Vyas; Seella, Vishnuvardhan Reddy; 
G add am, Om Reddy 

Reddy* s Research Foundation, India; Cord, Janet I. 

PCT Int. Appl., 40 pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



W0 2002026737 
W: AE, AG, 
CO, CR, 
GM, HR, 
LS, LT, 
PT. 



Al 

AL, AM, 
CU, CZ. DE, 
HU, 10, IL, 

LU, 



20020404 WO 2001-US29896 

, AT: "AU7 AZ, BA, BB, BG, BR, BY, 

OK, DM, DZ, EC, EE, ES, FI, 

IN, IS, JP, KE, KG, KP, KR, 



20010925 
BZ, CA, CH, 
GB, GD, GE. 
LC, 



MD, MG, MK, MN, MW, MX, MZ, NO, NZ, PH, 



RU, SD, SE, SG, SI, SK, SL, TJ, TM, TR, TT, TZ, UA, 
US, UZ, VN, YU, ZA, ZW, AM, AZ, BY, KG, KZ, MD, RU, TJ, TM 



PL, 
UG, 



GM, KE, 
DK, 



LS. MW, MZ, SD, SL, 



FI, FR, GB, 



BJ, CF, CG, CI, CM, GA, 



AU 2001091232 
PRIORITY APPLN. INFO. 



A5 20020403 



LU, MC, 
, GQ, GW, ML, MR, 
AU 2001-91232 
IN 2000-MA805 
WO 2001-US29896 



TZ, UG, ZW, AT, BE, 



NL, PT, SE, 
NE, SN, 

20010925 
A 20000926 
20010925 



CH. CY. 
TR, BF. 



This invention relates to novel polymorphlc/pseudopolymorphic 
forms of 5-[4-I2[N-nethyl-N-(2-pyridyl)amino)ethoxy]benzyl) 
thiazolidine-2, 4-dione maleate (I). The invention also relates to a 
pharmaceutical compn. comprising the novel polymorphic form or 
their mixt. and a pharmaceutically acceptable carrier. The 
polymorphic forms of the present invention are more active, as 
antidiabetic agent, than the hitherto known 5- {4- [2- [N-2-nethyl-N- (2- 
pyridyl) amino] ethoxy] benzyl] thiazolidine-2, 4-dione maleate. I vas 
dissolved in ethanol and was allowed to cool to room temp, over a period 
of 18 h to yield 801 of >99l pure polymorphic form of I. 
122320-73-4 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(novel polymorphic forms of triazolidinedione maleate and 
process for their prepn.) 

122320-73-4 CAPLUS 

2,4-Thiazolidinedione, 5- [[4-12- (methyl-2-pyridinylanino) ethoxy) phenyl] met 
hyl)- (9CI) (CA INDEX NAME) 
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2001:724803 CAPLUS 
136:79548 

Inhibition of RXR and PPAR. gar-ia. ameliorates 
diet-induced obesity and type 2 diabetes 
Yanauchi, Toshimasa; Waki, Hironori; Ramon, Junji; 
Murakami, Koji; Motojima, Kiyoto; Komeda, Kajuroj 
Mild., Hiroshi; Kubota, Naoto; Terauchi, Yasuo; 
Tsuchida, Atsuko; Tsubayama-Kasaoka, Nobuyo; Yamauchi, 
Naoko; Ide, Tomohiro; Hori. Watacu; Kato, Shigeakii 
Fukayana. Masashii Akanuna. Yasuo; Ezaki. Osamu; Itai, 
Akiko; Nagai, Ryozo; Kimura. Satoshi; Tobe, Kazuyuki; 
Kagechika, Hiroyukii Shudo, Koichi; Kadowaki. Takashi 
Departoent of Internal Medicine, Graduate School of 
Medicine, University of Tokyo, Tokyo, 113-8655, Japan 
Journal of Clinical Investigation (2001), 108(7), 
1001-1013 

CO0EN: JCINAO; ISSN: 0021-9738 
American Society for Clinical Investigation 
Journal 
Eng lish 

is a lig and- activated transcription factor and functions as a 
heterodimer with a retinoid X receptor (RXR) . Supraphysiol. activation of 
PPAR. gamma, by thiazolidinediones can reduce insulin resistance and 
hyperglycemia in type 2 diabetes, but these drugs can also cause vt. gain. 
Quite unexpectedly, a moderate redn. of PPAR. gamma, activity obsd. in 
heterozygous PPAR. gamma. -deficient nice or the Prol2Ala 
polynorpnlsa in human PPAR. gamma. , has been shown to prevent 
insulin resistance and obesity induced by a high-fat diet. In this study, 
we investigated whether functional antagonism toward PPAR. gamma. /RXR could 
be used to treat obesity and type 2 diabetes. We shew herein that an RXR 
antagonist and a PPAR. gamma, antagonist decrease triglyceride (TG) content 
in white adipose tissue, skeletal muscle, and liver. These inhibitors 
potentiated leptin's effects and increased fatty acid combustion and 
energy dissipation, thereby ameliorating HP diet-induced obesity and 
insulin resistance. Paradoxically, treatment of heterozygous 
PPAR. gamma. -deficient mice with an RXR antagonist or a PPAR. gamma, 
antagonist depletes white adipose tissue and markedly decreases leptin 
levels and energy dissipation, which increases TG content in skeletal 
muscle and the liver, thereby leading to the re-emergence of insulin 
resistance. Our data suggested that appropriate functional antagonism of 
PPAR. gamma. /RXR may be a logical approach to protection against obesity 
and related diseases such as type 2 diabetes. 
122320-73-4, RosigUtazone 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(inhibition of RXR and PPAR. gamma, ameliorates diet-induced obesity and 

type 2 diabetes) 
122320-73-4 CAPLUS 

2, 4-Thiazolidinedione, 5-[ [4- [2- (methyl-2-pyridinylamino)ethoxy] phenyl] net 
hyl]- (9CI) (CA INDEX NAME) 
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Loss-of-function mutations in PPAR. gamma, associated 
with human colon cancer 

Sarraf, Pasha; Mueller, Ellsabetta; Smith, Wendy M. ; 
Wright, Harold M.; Kum, Jennifer B. ; Aaltonen, Lauri 
A.; De la Chapelle, Albert; Spiegelman, Bruce M.; Eng, 
Charis 

Department of Cancer Biology Dana-Farber Cancer 
Institute Department of Cell Biology, Harvard Medical 
School, Boston, MA, 02115, USA 
Molecular Cell (1999), 3(6), 799-804 
CODEN: MOCEFL; ISSN: 1097-2765 
Cell Press 
Journal 
English 

The gamma isoform of the peroxisome proliferator-activated receptor, 
PPAR. gamma., regulates adipocyte -differentiation and has recently been 
shown to be expressed in neoplasia of the colon and other tissues. The 
authors have found four somatic PPAR. gamma, mutations among 55 sporadic 
colon cancers: one nonsense, one frameshift, and two missense mutations. 
Each greatly impaired the function of the protein. C.472delA results in 
deletion of the entire ligand binding domain. 0.296? and K319X retain a 
total or. partial ligand binding domain but lose the ability to activate 
transcription through a failure to bind to ligands. R288H showed a normal 
response to synthetic ligands but greatly decreased transcription and 
binding when exposed to natural ligands. These data indicate that colon 
cancer in humans is assocd. with loss-of-function mutations in 
PPAR. gamma. . 
122320-73-4, BRL 49653 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; BUU (Biological use, unclassified) ; BIOL (Biological 
study); USES (Uses) 

(loss-of-function mutated PPAR. gamma, assocd. with human colon cancer 

binding of and trans activation response to) 
122320-73-4 CAPLUS 

2,4-Thiazolidinedione, 5- [{4- [2- (methyl-2-pyridinylaaino)ethoxy] phenyl] met 
hyl]- (9CI) (CA INDEX NAME) 
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